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Abstract: Amino acid transporters mediate substrates across cellular membranes and their fine-tuned regulations 
are critical to cellular metabolism, growth, and death. As the functional component of system Xc-, which imports 
extracellular cystine with intracellular glutamate release at a ratio of 1:1, SLC7A11 has diverse functional roles in 
regulating many pathophysiological processes such as cellular redox homeostasis, ferroptosis, and drug resistance 
in cancer. Notably, accumulated evidence demonstrated that SLC7A11 is overexpressed in many types of cancers 
and is associated with patients’ poor prognosis. As a result, SLC7A11 becomes a new potential target for cancer 
therapy. In this review, we first briefly introduce the structure and function of SLC7A11, then discuss its pathological 
role in cancer. We next summarize current available data of how SLC7A11 is subjected to fine regulations at multiple 
levels. We further describe the potential inhibitors of the SLC7A11 and their roles in human cancer cells. Finally, we 
propose novel insights for future perspectives on the modulation of SLC7A11, as well as possible targeted strategies 
for SLC7A11-based anti-cancer therapies.
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Introduction 

In all living organisms, amino acids are essen-
tial for cellular growth by involving in energy 
production, macromolecule synthesis, redox 
homeostasis and many other cellular process-
es [1, 2]. Cells shuttle amino acids across mem-
branes through transporters, are located in 
plasma membrane or intracellular organelles, 
to ensure their survival [1, 3]. In tumor cells, 
dysregulated transporters facilitate their high 
demand of amino acids. Moreover, amino acid 
transporters are closely related with patients’ 
prognosis [1, 4].

Glutathione is a key cofactor for the activation 
or induction of antioxidant enzymes. In addi-
tion, it maintains proper functions of proteins 
and neutralizes the cytotoxic drugs [5]. Cyst- 
eine, the reduced product of cystine, is a ra- 
te-limiting precursor for glutathione synthesis. 

Intracellular cystine imported through system 
Xc- is the predominant source of cysteine in 
most cancer cells [6]. SLC7A11 is the functional 
subunit of system Xc-, and acts as an impor- 
tant oncogenic protein not only in defensing oxi-
dative stress and ferroptosis, but also in affect-
ing malignant cancer behaviors, tumor microen-
vironment, immune system, cancer-associated 
syndromes and therapeutic sensitivity. More- 
over, exploring the regulatory mechanisms of 
SLC7A11 has been a focus with significant im- 
portance, and targeting SLC7A11 has been im- 
plicated in multiple studies. In this review, we 
summarize the biological functions of SLC7A11 
and its relevance to cancer, and then discuss 
potential clinical implications of SLC7A11.

The structure and function of system Xc-

System Xc- is a Na+-independent, chloride-
dependent anionic L-cystine/L-glutamate anti-
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porter on the cell surface and mediates the 
uptake of extracellular cystine in exchange for 
the intracellular glutamate at an obligatory mo- 
lar ratio of 1:1 [7]. System Xc- consists of light 
chain subunit SLC7A11 (xCT) and heavy chain 
subunit SLC3A2 (CD98hc or 4F2hc). SLC7A11 
is identified as the seventh member of light 
subunits of heterodimeric amino acid trans-
porters (LSHAT) family, which requires either of 
the two heavy chain, 4F2hc or rBAT, to induce 
amino acid transportation [8]. The human SL- 
C7A11 gene is located on 4q28.3 and SL- 
C7A11 protein has orthologs in all vertebrates 
[5]. SLC7A11 has 12 transmembrane domains 
composed of 501 amino acids in human, with 
its N- and C-termini located in the cytoplasm 
[9]. SLC3A2, a type II membrane glycoprotein, 
has a single transmembrane domain, with its 
N-terminus in the cytoplasm and heavily glyco-
sylated C-terminus on the cell surface [10]. 
SLC7A11 is linked to SLC3A2 by a disulfide 
bridge between the conserved residue Cys158  
of SLC7A11 and Cys109 of SLC3A2 [9, 11]. 
Importantly, SLC7A11 is specific for System  
Xc-, while SLC3A2 is the chaperone protein of 
several members of LSHAT family, including 
LAT1, LAT2, asc-1, y+LAT1, y+LAT2, and xCT [8, 
12]. The substrate specificity of System Xc-, 
therefore, is primarily mediated by SLC7A11, 
and SLC3A2 aids to regulate the trafficking of 
SLC7A11 to the cell membrane or potentially 
enhances the stability of SLC7A11 protein [8, 
13, 14]. Besides, CD44 variant isoform (CD44v) 
also interacts with and stabilizes SLC7A11 on 
the cell surface in cancer cells [15]. 

The imported cystine is reduced to cysteine in 
the cell and serves as the precursor for gluta-
thione (GSH) synthesis. As a tripeptide, GSH 
synthesis involves two enzymatic steps. Cys- 
teine and glutamate are firstly catalyzed into 
γ-glutamyl-L-cysteine by glutamate cysteine li- 
gase (GCL), and then glycine is added to syn-
thesize GSH by GSH synthase (GS). GSH is in- 
volved in several vital cellular functions includ-
ing detoxification of electrophiles, maintaining 
intracellular redox balance, reducing hydrogen 
peroxide or oxygen radicals with selenium-de- 
pendent GSH peroxidase, preserving the thiol 
status of proteins, storing cysteine and regulat-
ing multiple cellular processes [16, 17]. 

Cysteine is also imported directly via other 
transporters such as system alanine-serine-

cysteine (ASC) or synthesized via transsulfura-
tion pathway, and some studies showed that 
deficient cysteine could be compensated when 
lacking system Xc- [6]. However, system Xc-, 
especially SLC7A11, is still valued as an impor-
tant transporter for cystine in cancer. Given its 
specificity in system Xc-, in the following sec-
tions we mainly focus on the role of SLC7A11 in 
tumorigenesis.

SLC7A11 expression and cancer

Since SLC7A11 was firstly identified in 1980 by 
Bannai and Kitamura [18], there has been a 
surge of reports demonstrating its pervasive 
expression in various cancers and multiple ef- 
fects on cancer growth, invasion, metastasis 
and unfavorable prognosis (Table 1).

SLC7A11 expression is related to tumor inva-
sion and metastasis by affecting redox status 
or via exported glutamate in tumor microenvi-
ronment (TME). One study showed that in pros-
tate cancer, SLC7A11 expression is increased 
in the metastatic stromal area and is related  
to low survival rate [19]. SLC7A11 knockdown 
leads to an oxidized redox status including 
increase of intracellular ROS/RNS levels, extra-
cellular redox couples Cys/CySS, H2O2 and ni- 
trite levels, which ultimately inhibits tumor in- 
vasion when co-cultured with tumor stromal 
cells [19]. Moreover, SLC7A11 is essential to 
elicit tumor formation and maintain tumorige-
nicity by relieving oxidative stress in some on- 
cogenic KRAS-mutant cancers, such as pancr- 
eatic ductal adenocarcinoma (PDAC), colorec-
tal adenocarcinoma (COAD) and lung adeno- 
carcinoma (LUAD) [20].

Tumors are considered to be hierarchically or- 
ganized, and cancer stem cells (CSCs) are a 
special subpopulation of tumor cells that sus-
tain tumor initiation and progression throu- 
gh continuous self-renewal and differentiation. 
CSCs generate multi-lineage cancer cells with 
unlimited proliferative potential, and demon-
strate multiple phenotypes relating to angio-
genesis, immune evasion, metastasis, tumor 
recurrence and chemo- or radio-resistance 
[21]. One essential property of CSCs, which 
enables CSCs to be spared from oxidation st- 
ress and to maintain proper functions, is the 
upregulation of antioxidant genes and decre- 
ase of intracellular ROS levels in contrast to 
non-tumorigenic cells (NTCs) [22]. CD44v, a 
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major CSC marker, interacts with and stabiliz- 
es SLC7A11, thereby contributing to ROS elimi-
nation by promoting cystine uptake for GSH 
synthesis [15]. SLC7A11 is important to stem-
ness maintenance of breast cancer stem cells 
and it correlates with poor prognosis of breast 
cancer patients. Depleting SLC7A11 expressi- 
on hampers tumor sphere formation and in- 
creases oxidative stress [23], while overexpres-
sion of SLC7A11 endows glioblastoma multi-
forme (GBM) with cancer stem cell-like proper-
ties, which facilitates chemoresistance [24].

Given the intimate relevance of SLC7A11 to  
the pathological processes in multiple types  
of cancers, mechanistic insights into how SLC- 
7A11 contributes to tumor development could 
be valuable for their translational implications 
in clinical settings, such as the development  
of effective and preventive or therapeutic app- 
roaches by targeting SLC7A11. 

The role of SLC7A11 in cancer

The physiological activity of SLC7A11 is mainly 
involved in regulating redox status, ferroptosis 
and intercellular signaling. Pathologically, SLC- 
7A11 overexpression or upregulation is fre-
quently seen in tumor cells, especially in can-
cers that are resistant to therapeutic treat- 
ment such as chemotherapy and radiothera- 
py. Here we summarize the above specific func-
tions of SLC7A11 in cancer (Figure 1).

SLC7A11 regulates antioxidant system

ROS is a group of highly reactive ions and mol-
ecules including superoxide anion (O2-), hydro-
gen peroxide (H2O2), and hydroxyl radicals (OH· ·). 
To date, ROS has been found to be involved in 
various intracellular signaling pathways and 
physiological events such as stem cell renewal, 
immune response, insulin synthesis and vas- 
cular tones [25]. However, an unbalanced or 
excessive level of ROS, together with nitrogen 
species, induces oxidative stress and triggers 
pathophysiological processes by triggering li- 
pid peroxidation, protein malfunction and DNA 
damage. Cancer cells have higher levels of in- 
tracellular ROS than normal cells to stimulate 
tumorigenesis and promote tumor progressi- 
on. However, increased ROS confers intrinsic 
weakness in cancer cells, as a lethal level of 
ROS, either induced by exogenous cytotoxic 
compounds, irradiation or by the inhibition of 
antioxidant system, triggers cell death and in- 
hibits tumor progression. Cancer cells initiate 
the antioxidant defense system to mitigate ex- 
travagant ROS and maintain redox balance. 
SLC7A11 serves an essential antioxidant role 
by supporting GSH generation with imported 
cystine, and targeting SLC7A11 has caught at- 
tention in many studies [26].

Oncogenic RAS is known for protecting tumor 
cells from diverse cytotoxic stress. In cancer 
cells with mutant KRAS, transcription factor 

Table 1. The role of overexpressed SLC7A11 in cancer
Tumor types Characteristics
Acute myeloid leukemia [132] Independent poor prognostic factor

Breast cancer [23, 51, 133] Carcinogenesis, CSC state and biology, poor prognosis, therapeutic target

Ovarian cancer [134] Independent risk prognostic factor for overall survival 

Colorectal cancer [135] Independent prognostic predictor of disease recurrence, depth of tumor invasion, lymph node 
metastasis and venous invasion

Non-small cell lung cancer (NSCLC) [136] Increased tumor growth and development, advanced cancer stage, shorter 5-year survival 

Prostate cancer [19] Low survival rate, resistance to radiation therapy, increased tumor invasion and metastasis, 
decreased intracellular ROS and extracellular H2O2 levels, and value of the redox couples Cys/
CySS 

Hepatocellular carcinoma (HCC) [137-139] Poor differentiation, advanced pathological stages, independent unfavorable prognostic fac-
tor for overall survival and disease-free survival, potential therapeutic target

Glioma [24, 54] Accelerated tumor growth, decreased migration and invasion, increased CSC-like phenotype 
and potential chemoresistance, complicated clinical course with peritumoral seizures, shorter 
overall survival

Melanoma [140] Enhanced tumor proliferation and progression, larger xenograft tumors

Papillary thyroid carcinoma (PTC) [141] Poor survival, higher mortality, advanced cancer stage

Oral cavity squamous cell carcinoma (SCC) [142] Advanced T cell classification, perineural invasion, lymphovascular invasion, independent 
prognostic factor for poor recurrence-free survival, disease-specific survival, and overall 
survival
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Ets-1 in synergy with ATF4 enhances GSH syn-
thesis by activating SLC7A11 transcription. Be- 
sides, Nrf2 is also increased downstream of 
oncogenic K-RAS signaling axis, offering an 
additional driving force in promoting SLC7A11 
expression independent of Ets-1 and ATF4. As  
a result, high SLC7A11 expression supports 
oncogenic K-RAS-driven tumorigenicity [20]. 
Moreover, in esophageal cancer cells, SLC7A11 
expression is increased in response to elevat- 
ed ROS after Oridonin treatment, and block- 
ing SLC7A11 further sensitizes cancer cells to 
Oridonin, especially in p53-mutant cancer cells 
[27]. Thus, K-RAS or p53-mutant cancer cells 
maintain intracellular redox balance and sup-
port their oncogenic survival through upregula-
tion of SLC7A11.

SLC7A11 also mitigates oxidative stress in tu- 
mor microenvironment. Once imported into the 
cell, cystine is rapidly reduced to cysteine. Ex- 
cept for GSH synthesis, some cysteine is also 
exported out of the cell through neutral amino 
acid transporters. The extracellular cysteine is 
rapidly oxidized to cystine which continues to 
be imported via system Xc-, thereby forming  
a cystine/cysteine redox cycle and creating a 

reducing extracellular environment to support 
cancer cell survival and proliferation [28].

In addition, increased intracellular ROS with 
SLC7A11 inhibition triggers cancer cell death  
in different contexts. For example, p53 degra-
dation is reduced due to ROS accumulation. In 
human lung cancer cells harboring mutated 
K-RAS and WT p53, p53 is kept at low level due 
to decreased phosphorylation on serine 15 and 
increased proteasomal degradation mediated 
by MDM2. The phosphorylation of p53 requires 
ROS to activate phosphorylation kinase ATM, 
while K-RAS and its downstream NFκB pathway 
transcriptionally induce the expression of Nrf2 
and Nrf2-mediated antioxidant system, includ-
ing SLC7A11 and NQO1, thus decreasing ROS 
levels and inhibiting p53 phosphorylation. De- 
pletion of K-RAS, or inactivation of NFκB path-
way using BAY 117085, an inhibitor of NFκB 
pathway, hence exert a inhibitory effect in a 
ROS-dependent manner [29]. Moreover, cell 
death is triggered directly due to excessive ROS 
accumulation. In melanoma cells resistant to 
BRAF and MEK inhibitors, sequential treatment 
with vorinostat, a histone deacetylase inhibitor 
(HDACi), induces tumor cell apoptosis by sup-

Figure 1. Potential roles of SLC7A11 in cancer cells. SLC7A11 exerts a variety of roles in cancer cells through dif-
ferent mechanisms.
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pressing SLC7A11 and increasing intracellular 
ROS to a lethal level, which is validated in the 
clinical trial [30]. When inhibiting SLC7A11 
alone is not sufficient for intracellular ROS to 
achieve a lethal level, combination therapy is 
often explored. In GSH-depletion resistant can-
cer cells, Oxyfedrine (OXY) treatment resensi-
tizes cancer cells to xCT inhibitor sulfasalazine 
(SSZ) or radiotherapy by inhibiting the activity 
of ALDH and accumulating 4-HNE, a highly 
reactive lipid peroxidation product that inacti-
vates thiol-containing proteins in the antioxi-
dant process [31]. 

Contrary to the oncogenic roles described 
above, SLC7A11 overexpression also triggers 
cancer cell death in some special settings. For 
example, in glioblastoma with glucose depri- 
vation, SLC7A11 expression induces ROS pro-
duction and oxidative stress by consuming in- 
tracellular NADPH during the reduction of im- 
ported L-cystine into L-cysteine [32]. Moreover, 
supplementation of alpha-ketoglutarate (α-KG), 
a downstream metabolite of glutamate, fully 
rescues SLC7A11-overexpressing cancer cells 
under glucose deprivation, indicating that the 
exported glutamate may additionally contribute 
to cancer cell death [33]. Another work sub-
stantiates that the conversion of glutamate 
into α-KG is essential for cancer cell survival 
under glucose starvation, and SLC7A11 there-
by modulates nutrient flexibility in cancer cells. 
Specifically, cancer cells with high SLC7A11 ex- 
pression level are addicted to glucose, while 
low-SLC7A11 expressing cancer cells have en- 
hanced OXPHOS activity [13]. This contradic-
tion may occur in a cell line or context depen-
dent manner. In another study where glioblas-
toma cells are also deprived of glucose, SL- 
C7A11 inhibits cell death and increases cell 
viability by inducing the phosphorylation of 
EphA2 at serine 897 [34]. Since only limited 
experiments were conducted, whether there 
are other mechanisms or limitations behind th- 
is contradiction awaits further investigations. 

Together, the seemingly paradox role of SL- 
C7A11 in redox maintenance may be attribut- 
ed to the quality, quantity and duration of the 
intracellular ROS.

SLC7A11 functions in ferroptosis

Ferroptosis is an iron-dependent regulated cell 
death due to excessive accumulation of peroxi-

dated polyunsaturated fatty acids (PUFAs). 
PUFAs is oxidized either by ROS, which is main- 
ly produced in Fenton or Fenton-like reactions, 
or by lipoxygenase (LOX) family that catalyzes 
PUFAs to generate lipid hydroperoxides [35]. 
Glutathione peroxides (GPXs) are enzymes th- 
at utilize GSH to reduce hydroperoxides, and 
among them, GPX4 is the only lipid hydropero- 
xidase capable of detoxifying large and com-
plex phospholipid hydroperoxides in the mem-
branes, thereby hindering the propagation of 
ferroptosis. Effective GPX4 activity requires su- 
fficient cofactor GSH to reduce GPX4 into ac- 
tive form, and activated GPX4 then catalyzes 
the reduction of lipid hydroperoxides. Thus, 
GSH is critical for GPX4-mediated ferroptosis 
inhibition [36]. Inhibitiion of SLC7A11 indirectly 
inactivates GPX4 and increases toxic lipid ROS  
by decreasing cystine import and limiting GSH 
synthesis. Moreover, system Xc- could be inhib-
ited by small molecules including erastin or its 
derivatives, sulfsalazine (SSZ), sorafenib and 
extracellular glutamate or its analogues [35]. 
So far, SLC7A11 expression has been found  
to be associated with ferroptosis sensitivity 
and myriad studies have explored its role in 
ferroptosis.

In general, SLC7A11 confers resistance to fer-
roptosis in cancer cells. For instance, SLC7A11 
is adaptively expressed to reduce ferroptosis 
and buffer irradiation damages in lung cancer 
cells. As a result, overexpression of SLC7A11 
promotes radioresistance in lung cancer cells 
with low-expression level of SLC7A11. In KE- 
AP1-mutant lung cancer cells where Nrf2 is 
constitutively activated, high intrinsic expres-
sion of SLC7A11 significantly inhibits irradia-
tion-induced ferroptosis, and the use of SLC- 
7A11 inhibitors sensitizes cancer cells to radio-
therapy in both in vitro and in vivo settings [37]. 

SLC7A11 level could be inhibited by different 
stimuli to induce ferroptosis. One study shows 
that p53-mediated ferroptosis is specifically 
induced by ROS. p53, especially p53 3KR 
mutant that abrogates p53-mediated cell-cycle 
arrest, apoptosis and senescence, binds to  
the promoter of SLC7A11 gene and represses 
SLC7A11 expression, thus inhibiting cystine up- 
take and promoting ferroptosis [38]. Upon tre- 
atment of system Xc- inhibitors, the protein le- 
vel of BECN1, a key regulator of macroauto- 
phagy/autophagy, is increased. BECN1 directly 
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binds to SLC7A11 protein to form a complex 
that inhibits SLC7A11 activity, depending on 
the phosphorylation of BECN1 at serine 90, 93 
and 96 mediated by AMPK. Overexpression of 
BECN1 also enhances the efficacy of erastin in 
vivo by inducing ferroptosis [39]. 

In addition to system Xc- inhibitors, other anti-
cancer therapies, including anti-cancer immu-
notherapies, were reported to induce tumor 
cell ferroptosis by inhibiting SLC7A11. In tumor 
cells, activated CD8+ T cells following PD-L1 
blockade therapy increase lipid ROS by releas-
ing Interferon gamma (IFNγ), which then pro-
motes downstream transcription factor STAT1 
to bind with the transcriptional start site of 
SLC7A11, and downregulate SLC7A11 expres-
sion. Interferon regulatory factor 1 (IRF1) upreg-
ulated by IFNγ also transcriptionally reduces 
SLC7A11 expression through Janus kinase 
(JAK) [40]. Another study showed that radio-
therapy reduces SLC7A11 transcription possi-
bly through activating ATM, a DNA damage 
response serine/threonine kinase. Radiothe- 
rapy synergizes with IFNγ either produced from 
PD-L1 blockade or anti-CTLA-4 checkpoint blo- 
ckade immunotherapy, to promote ferroptosis. 
Besides, SLC7A11 deficiency also contributes 
to the establishment of T cell memory and 
durable immune responses [41]. Thus, repress-
ing SLC7A11 may enhance the efficacy of im- 
munotherapy and contribute to effective com-
bination therapy against cancer.

It was found that using system Xc-inhibitors 
augmented the efficacy of other therapies. One 
study showed that photodynamic therapy (PDT) 
exerts anticancer effect by selectively deliver-
ing photosensitizers to the tumor and triggering 
cytotoxic intracellular ROS through irradiation. 
However, this process is frequently dampened, 
as tumor cells fail to produce lethal levels of 
ROS due to the hypoxic tumor microenviron-
ment [42]. In oral tongue squamous cell carci-
noma (OTSCC), erastin treatment overturns tu- 
mor resistance to photodynamic therapy (PDT) 
as well as enhances therapeutic efficacy by 
producing O2 through the Fenton reaction and 
also by accumulating intracellular ROS via the 
suppression of SLC7A11 [42]. It is also discov-
ered that class I HDAC inhibitors exacerbate 
erastin-induced ferroptosis in neuroblastoma, 
hepatomas and fibrosarcoma cells, while neu-
ron cells are protected from erastin-induced 

ferroptosis, indicating a potential combination 
therapy of erastin and class I HDAC inhibitors 
for cancer inhibition with additional benefit of 
neuroprotection [43].

In summary, SLC7A11 overexpression confers 
resistance to ferroptosis in cancer cells by 
importing cystine for the synthesis of GSH, and 
indirectly relieving lipid ROS stress by activat- 
ing the essential enzyme GPX4 for reducing 
lipid hydroperoxides. SLC7A11 expression is 
adaptively elevated to mitigate ferroptosis-in- 
duced lipid ROS, while ferroptosis is induced  
by various stimuli via inhibiting the effective 
function of SLC7A11. Therefore, SLC7A11 is an 
intriguing target for enhancing anticancer ther-
apeutic efficacy through ferroptosis elicitation.

SLC7A11 involves in autocrine/paracrine glu-
tamate signaling

SLC7A11 not only affects redox status and fer-
roprosis sensitivity by importing cystine, but 
also affects tumor microenvironment through 
exporting glutamate. Consistent with the ex- 
pression pattern of SLC7A11 on cancer cells, 
multiple lines of cancer cells have been proved 
to release glutamate via system Xc- [44, 45]. 
Glutamate receptors have two groups: metabo-
tropic glutamate receptors (mGluRs) and iono-
tropic glutamate receptors (iGluRs). mGluRs 
are classified into three subgroups, including 
group I consists of mGluR1 and mGluR5, group 
II contains mGluR2 and mGluR3, and group  
III comprises mGluR4, mGluR6, mGluR7 and 
mGluR8. And iGluRs also have three subgroups: 
amino-3-hydroxy-5-methyl-4-isoxazolepropio-
nate receptors (AMPARs), N-methyl-Daspartate 
receptors (NMDARs), and 2-carboxy-3-carboxy-
methyl-4-isopropenylpyrrolidine receptors (KA- 
Rs) [46]. In physiological settings, glutamate 
contributes to neuronal propagation, migration 
and neurotoxicity. However, in cancer cells, glu-
tamate serves as an important oncogenic sig-
naling molecule for promoting malignant tr- 
ansformation, tumor proliferation, invasion and 
metastasis as well as inhibiting immune sys-
tem by acting on the glutamate receptors on 
cancer and non-cancerous cells [46]. 

Glutamate released from glioma cells not only 
kills brain cells for tumor enlargement through 
its excitotoxic effect, but also promotes cell 
migration and invasion in an autocrine- or para-
crine-dependent manner. The released gluta-
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mate acts on the Ca2+-permeable AMPA recep-
tors expressed on glioma cells and the sur- 
rounding cancer cells, inducing intracellular 
Ca2+ oscillations that are related to the migra-
tion and invasion ability of cancer cells [47, 48]. 
In breast cancer, glutamate released through 
system Xc- contributes to tumor invasiveness 
by acting on the mGluR3 expressed on breast 
cancer cells. Activated mGluR3 then acceler-
ates GTPase Rab27-dependent recycling of 
MT1-MMP, a transmembrane matrix metallo-
protease, to the plasma membrane and pro-
motes the degradation of basement mem-
branes, thereby enabling cancer cells to invade 
into the surrounding extracellular matrix (ECM) 
[49]. 

Glutamate also inhibits immune activity and 
induces tumor evasion. In glioblastoma, SLC- 
7A11 is transcriptionally elevated after anti-
VEGF treatment and consequently increases 
glutamate release. Glutamate then acts on the 
mGluR1 in Tregs and promotes the expansion, 
activation and immunosuppressive function of 
Tregs. As a result, glutamate antagonizes the 
efficacy of VEGF blockade in glioblastoma [50].  

Glutamate not only acts on glutamate recep-
tors, but also inhibits SLC7A11 activity in a 
paracrine fashion. In triple-negative breast can-
cer, the high level of extracellular glutamate 
secreted from cancer cells inhibits cystine up- 
take via SLC7A11 in other cancer cells. Decre- 
ased intracellular cysteine levels lead to auto-
oxidation of specific cysteine residues in the 
EgIN1 catalytic domain and results in EgIN1 
self-inactivation, which prevents HIF1α degra-
dation under normoxia and ultimately promot- 
es tumor growth. Therefore, in this context, 
SLC7A11 inhibition did not inhibit cancer cell 
proliferation [51]. 

It is recently discovered that glutamate avail-
ability confers dependency on exogenous non-
essential amino acids (NEAAs) to cancers with 
KEAP1 loss and Nrf2 activation. Glutamate is 
an important precursor for the synthesis of 
intracellular NEAAs. When extracellular serine 
or asparagine is depleted or when cancer cells 
are treated with L-asparaginase, system Xc- 
blockage with erastin efficiently protects Keap1 
mutant cells from death by increasing intracel-
lular glutamate levels [52]. This unprecedent- 
ed finding adds another interpretation of how 
SLC7A11 functions in different cancers and 

offers a special angle of tumor suppression. 
Moreover, glutamate elicits cancer-associated 
symptoms, such as bone pain in breast cancer 
and seizures in glioma, which may complicate 
clinical courses and worsen prognosis [53, 54].

Therefore, SLC7A11 plays a complex role ex- 
tending from its basic functions. Targeting SLC- 
7A11 is a hot focus either in unveiling new th- 
erapeutic potential or in digging unexplored 
molecular events out of the known mechan- 
isms.

SLC7A11 involves in resistance to anticancer 
treatments

Generally, overexpression of SLC7A11 endows 
cancer cells with survival advantages, while 
inhibiting SLC7A11 proves to hamper tumor 
progression and offers alternatives for anti- 
cancer treatment. So far, various anticancer 
approaches to disburden tumor load have been 
explored, including surgery, chemotherapy, im- 
munotherapy, radiotherapy, and other thera-
pies relating to angiogenesis, cell death path-
ways, altered cancer metabolism, nutrient av- 
ailability and so on [55]. However, one main hin-
drance against efficient therapy is the intrin- 
sic or adaptive resistance to anticancer treat-
ments. Thus, summarizing what SLC7A11 has 
brought to the obstacles may provide alterna-
tives to step out the dilemma (Table 2).

SLC7A11 overexpression leads to therapeutic 
resistance largely by promoting intracellular 
GSH synthesis. For example, SLC7A11 confers 
resistance to BRAF and MEK inhibitor in 
BRAFV600E mutant melanoma by increasing 
intracellular GSH contents, while its suppres-
sion by histone deacetylase inhibitor dramati-
cally induces tumor regression [30, 56]. By alle-
viating oxidative stress, SLC7A11 pervasively 
confers chemoresistance in various cancer 
types, including cisplatin resistance in gastric 
cancer [57], geldanamycin resistance in lung 
cancer [58], temozolomide resistance in glio- 
ma [59] and gemcitabine resistance in pancre-
atic cancer [60]. In addition, SLC7A11 medi-
ates therapeutic resistance by enhancing the 
suppressive function of Tregs through export- 
ed glutamate [50].

It is confirmed by multiple studies that thera-
peutic resistance can be reversed by direct- 
ly targeting SLC7A11. For example, SLC7A11 
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repression resensitizes tumor cells to cold plas-
ma treatment, a therapy works by increasing 
intracellular ROS [61]. Erastin or sulfasalazine 
treatment resensitizes cisplatin-resistant head 
and neck cancer cells by inducing ferroptosis 
[62]. Indirectly targeting upstream regulators  
of SLC7A11 also impairs therapeutic resis-
tance. One study showed that increased Nrf2, 
downstream of activated mTORC signaling pa- 
thway, upregulates SLC7A11 at transcriptional 
level and antagonizes ROS accumulation after 
radiation, which partially leads to radioresis-
tance. Inhibiting mTOR, therefore, reverses ra- 
dioresistance and increases radiosensitivity in 
cancer cells [63]. 

Some studies also found that inhibition of 
SLC7A11 counteracts therapeutic efficacy th- 
rough different mechanisms. SLC7A11 is dis-
covered to import small anticancer molecules 
including L-alanosine [64] and certain antican-
cer drugs such as selenium [65]. Selenium up- 
take into cancer cells relies on the reduced 
tumor microenvironment mainly mediated by 
extracellular cysteine, which is firstly amplified 
intracellularly from cystine imported through 
SLC7A11, and then exported via multidrug re- 
sistance proteins [65]. Another study also sh- 
owed that the down-regulation of SLC7A11 is 
responsible for multidrug resistance induced 
by adriamycin in MCF-7 breast cancer cells 
[66]. Therefore, what roles SLC7A11 exactly 
plays in therapeutic resistance are in a context-
dependent manners, and detailed underlying 
mechanisms are subjected to future investi- 
gation. 

In brief, by relating to therapeutic resistance 
and exploring new regimens for cancer cells, 
SLC7A11 hence serves as an additional focus 
in anticancer treatment.

Regulation of SLC7A11 in cancer

Pioneering works have found that SLC7A11 
expression is regulated by various stimuli such 
as oxygen [67] and electrophilic agents [68]. 
Later, emerging studies reveal that under vari-
ous cellular stresses in a host of cancers, 
SLC7A11 is mostly adaptively upregulated to 
mitigate intracellular ROS and replenish GSH, 
thereby antagonizing cell death and resisting 
anticancer therapies (Figure 2). 

Transcriptional regulation

Transcriptional factor Nrf2 regulates numerous 
antioxidant and detoxification genes [69], and 
Nrf2 directly binds to the antioxidant response 
element (ARE) in the promoter of SLC7A11 [70]. 
ARID1A, a gene frequently mutated in various 
cancer types, encodes a subunit of the SWI/
SNF chromatin-remodeling complex, which fa- 
cilitates chromatin remodeling at the transcrip-
tional start site of SLC7A11 and enables 
SLC7A11 transcription by Nrf2 and RNA poly-
merase II, while deleterious ARID1A mutations 
markedly attenuate Nrf2 localization and sup-
press SLC7A11 expression, thus sensitizing 
cancer cells to glutathione deficiency [71]. In 
addition, mutant p53 also binds to Nrf2 and 
impairs Nrf2-mediated activation of SLC7A11 
transcription [72].

In addition to Nrf2, transcription factor ATF4 
regulates SLC7A11 by binding to the amino acid 
response element (AARE) within its promoter 
[73]. In response to integrated stress response 
(ISR), such as hypoxia, endoplasmic reticulum 
(ER) stress, amino acid deprivation and gluco- 
se deprivation, the phosphorylated eukaryotic 
translation initiation factor 2 (eIF2α) enhanc- 
es ATF4 translation and indirectly increases 

Table 2. The role of SLC7A11 inhibition in reduced resistance to anticancer treatment
Mechanism Cancer type Treatment
ROS decrease, GSH increase BRAFV600E mutant melanoma Vorinostat [30]

CDDP-resistant hepatocellular carcinoma Combination of CDDP and sulfasalazine [139] 

CDDP-resistant lung cancer Combination of CDDP and salazosulfapyridine [143]

CDDP-resistant head and neck cancer Combination of cisplatin, aspirin and sorafenib [144]

CDDP-resistant bladder cancer Combination of CDDP and sulfasalazine [94]

5-fluorouracil-resistant gastric cancer Combination of 5-fluorouracil and sulfasalazine [145]

Celastrol-resistant glioma Combination of celastrol and sulfasalazine [146]

Cannabidiol-resistant gliblastoma Combination of cannabidiol and sulfasalazine [147]

Tumor cells resistant to cold plasma Combination of sulfasalazine and cold plasma [61]

Doxorubicin-resistant breast cancer stem cells Combination of anti-xCT vaccination and doxorubicin [23]

Ferroptosis CDDP-resistant head and neck cancer Combination of CDDP and sulfasalazine [62]
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SLC7A11 transcription [74]. Moreover, the p- 
eIF2α/ATF4/SLC7A11 axis is found in mouse 
embryonic fibroblasts [75]. In triple-negative 
breast cancer, paclitaxel treatment induces ISR 
and promotes eIF2α phosphorylation by eIF2α 
kinase PKR-like ER kinase (PERK) and general 
control nonderepressible 2 (GCN2), thereby ac- 
tivating p-eIF2α/ATF4/SLC7A11 axis and incre- 
asing cancer resistance to paclitaxel [76]. Salu- 
brinal, an inhibitor of eIF2α dephosphorylation, 
also activates p-eIF2α/ATF4/SLC7A11 axis and 
mediates cisplatin resistance in gastric cancer 
[57]. In addition, in KRAS mutant tumor cells, 
oncogenic transcriptional factor Ets-1 down-
stream of RAS-RAF-MEK-ERK pathway syner-
gizes with ATF4 to induce SLC7A11 expression 

[20]. Besides, overexpressing Ets-1 also upreg-
ulates SLC7A11 protein level in chemoresistant 
ovarian cancer cells [77].

The TSC1/TSC2 complex (TSC1/2) is a nega-
tive upstream regulator of mTOR pathway [78]. 
In tuberous sclerosis complex (TSC) syndrome, 
TSC1 or TSC2 gene mutations (loss of function) 
activate mTOR signaling and the downstream 
transcription factor Oct1, which upregulates 
SLC7A11 expression, causing hypopigmented 
pheomelanin production and tumorigenesis. In 
addition, PTEN mutations (loss of function) up- 
stream of the mTOR pathway activate the same 
cascade [79]. HIF-1α, another transcription fac-
tor induced upon chemotherapy treatment in 

Figure 2. The functions and mechanisms of regulating SLC7A11 activity in cancer. SLC7A11 is regulated by multi-
faceted mechanisms from transcription, post-transcription, to post-translational modification, and SLC7A11 is then 
involved in many cellular processes.
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triple negative breast cancer, also directly binds 
to the third intron of SLC7A11 and increases 
SLC7A11 mRNA level [80]. Moreover, by using 
human promoter microarrays and CHIP assay, 
c-Myc is found to directly bind to SLC7A11 pro-
moter and induce its expression [81].

Besides the above transcription factors, SLC- 
7A11 transcription is also enhanced by bromo-
domain protein BRD4, a member of the bromo-
domain and extraterminal domain (BET) family 
that helps recruiting transcription factors [82]. 
In estrogen receptor-positive breast cancer ce- 
lls, SLC7A11 mRNA is upregulated by IGF recep-
tor substrate-1 (IRS-1) downstream of activated 
insulin-like growth factor (IGF) signaling path-
way [83]. In p53-defect lung cancer cells, loss 
of ribosomal protein uL3 decreases its binding 
to SLC7A11 promoter and depresses SLC7A11 
transcription, thus increasing SLC7A11 mRNA 
expression and mediating resistance to 5-FU 
[84]. 

Studies also found other transcription factors 
that genetically suppress SLC7A11 expression. 
One study indicated that both WT p53 and 
acetylation-defective mutant p533KR (R117, 
R161, and R162) inhibit SLC7A11 expression 
[38]. In addition, signal transducer and activa-
tor of transcription 3/5 (STAT3/5) binds to the 
gamma-activated site (GAS) in the distal pro-
moter of SLC7A11 and represses its transcrip-
tion [85]. Moreover, activation transcription 
factor 3 (ATF3) binds to the SLC7A11 promoter 
at BS-2 and BS-1 sites and represses SLC7A11 
expression [86]. 

Apart from the regulation by transcription fac-
tors, epigenetic modifications on histone also 
modulate SLC7A11 expression. Tumor suppres-
sor gene BRCA1-associated protein 1 (BAP1) 
encodes a deubiquitinase in the nucleus and 
forms polycomb repressive deubiquitinase (PR- 
DUB) complex with other transcriptional factors 
and chromatin-modifying factors, which reduc-
es monoubiquitination of histone 2A at lysine 
119 (H2A-ub). Deubiquitinated H2A reduces its 
occupancy on SLC7A11 promoter and repress-
es SLC7A11 expression [87]. Further study re- 
veals that another ubiquitin ligase, polycomb 
repressive complex 1 (PRC1), mono-ubiquitinat- 
es H2A at lysine 119 to represses SLC7A11 
expression, indicating that a dynamic regula-
tion of H2A-ub by BAP1 and PRC1 may be im- 
portant for SLC7A11 inhibition [88]. In addition, 

H2Bub1 activates SLC7A11 transcription and 
sensitizes cancer cells to ferroptosis, while 
deubiquitinase USP7 translocates into the nu- 
cleus through its interaction with p53, and 
binds to H2Bub1, causing reduced H2B ubi- 
quitination and inhibiting SLC7A11 expression 
[89].

Post-transcriptional regulation

Nonsense-mediated RNA decay (NMD) medi-
ates the constant degradation of both mutat- 
ed and nonmutated mRNAs. It is shown that 
various cellular stresses inhibit NMD through 
the phosphorylated translation initiation factor 
eIF2α [90]. Inhibition of NMD leads to the sta- 
bilization and upregulation of SLC7A11 mRNA 
and protein levels, which is dependent on  
the phosphorylation of eIF2α. Moreover, eIF2α 
phosphorylation inhibits NMD-induced ATF4 
mRNA degradation and indirectly promotes SL- 
C7A11 expression, thereby regulating cystine 
import and intracellular GSH levels [91].

MicroRNAs (miRNAs), a family of small non-cod-
ing RNAs with 20-25 nucleotides, bind to the  
3’ untranslated region of target mRNAs and 
mediate gene silencing by inhibiting translation 
and increasing mRNA degradation [92]. Accu- 
mulating evidence demonstrates that SLC7A11 
mRNA is derepressed by decreased miR-26b  
in human breast cancer, miR-27a in bladder 
cancer and miR-375 in oral squamous cell car-
cinoma [93-95]. And bioinformatic analysis pr- 
edicted that SLC7A11 is targeted by different 
miRNAs, including has-mir-373 and has-mir- 
372 relating to B cell infiltration in lung adeno-
carcinoma [96], miR-374b-5p and miR-26b-5p 
in collecting duct carcinoma [97], and miRNA-
126-3p/5p in lung adenocarcinoma [98], but 
whether and how these miRNAs regulate SL- 
C7A11 are not clear. 

Post-translational regulation

As mentioned above, CD44v and SLC3A2 inter-
act with SLC7A11 protein on the plasma mem-
brane and maintain its stability. OTUB1, a deu-
biquitinase of the ovarian tumor (OTU) family, 
directly interacts with the N-terminal domain  
of SLC7A11 protein and stabilizes SLC7A11 
protein. Besides, the standard CD44 isoform 
(CD44s) also stabilizes SLC7A11 protein by 
binding to its C-terminal domain. Moreover, CD- 
44s has a weak binding affinity with OTUB1 and 
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facilitates the binding between OTUB1 and 
SLC7A11, indicating that OTUB1, CD44s and 
SLC7A11 may form a complex for more effici- 
ent stabilization. OTUB1 and CD44 are overex-
pressed in many cancers, and inactivation of 
either OTUB1 or CD44 induces ferroptosis by 
promoting SLC7A11 degradation both in vitro 
and in vivo [99]. Another study shows that in- 
hibition of CD133, a surface marker of CSCs, 
decreases SLC7A11 protein stability, though 
the exact mechanism was not explored [100].

Mammalian target of rapamycin complex 2 
(mTORC2) is a multiprotein complex with ser-
ine/threonine kinase activity. mTORC2 is acti-
vated downstream of mutated growth factor 
receptor signaling pathways, such as EGFRvIII, 
PTEN loss and nutrient availability in tumor 
microenvironment. Activated mTORC2 promot- 
es tumorigenesis and drug resistance by phos-
phorylating downstream targets [101]. mTOR- 
C2 phosphorylates the cytosolic N-terminus of 
SLC7A11 protein at serine residue 26 and 
inhibits SLC7A11 function. When pharmacolog-
ically inhibiting mTORC2 or depleting glucose, 
mTORC2 is inactivated, and increased SLC- 
7A11 activity contributes to cancer cell survi- 
val [102]. Moreover, the N-terminal intracellu- 
lar domain of EGFR interacts with the central 
portion of SLC7A11 protein and stabilizes SLC- 
7A11 on the cell surface in glioma cells [103].

To date, accumulating evidence indicates that 
SLC7A11 is specifically regulated in different 
settings. However, the underlying mechanisms 
of its function and/or stability remain largely 
unclear. Though the regulation of SLC7A11 is 
diverse in response to different cellular stress-
es and therapies, the ultimate goal is to ex- 
plore the possibility of targeting either the up- 
stream regulating pathways or SLC7A11 itself 
on the road to develop efficient anticancer tre- 
atment. 

Small molecules targeting SLC7A11 

Inhibitors of system Xc-

Sulfasalazine: Sulfasalazine is firstly identifi- 
ed as an immunosuppressant to treat chronic 
inflammatory diseases such as rheumatoid ar- 
thritis and inflammatory bowel disease, while 
expanded research indicates that it inhibits 
SLC7A11 and induces ferroptosis in many can-
cers including lymphoma and bladder cancer 

[104-106]. However, due to the unfavorable 
pharmacological properties, sulfasalazine does 
not have better outcomes in a phase I/II clini- 
cal trials [107, 108]. Later, one study reports  
a more effective way to deliver sulfasalazine  
by using ultra-small SASP/ZnO nanoparitcles 
(NPs), which are composed of carrier ZnO NPs, 
stabilizer DSPE-PEG and sulfasalazine. The SA- 
SP/ZnO NPs effectively increase ROS and de- 
plete GSH in cancer cells, and have greater 
cytotoxicity than sulfasalazine alone. Moreover, 
in vivo experiment finds that SASP/ZnO NPs 
effectively oxidize cancer cells and decrease 
CSCs with enhanced tumor retention, and sh- 
ow no evident damage to normal tissues [109]. 
This may pave the way for exploring novel sul-
fasalazine derivatives of clinical significance 
against cancer.

Erastin: In a high-throughput screening of syn-
thetic lethal compounds targeting engineered 
tumorigenic cells, erastin is firstly identified  
to selectively kill BJ fibroblast cells expressing 
small T (ST) oncoproteins and mutated RAS 
through non-apoptotic cell death [110]. Later,  
it is found that erastin inhibits system Xc- and 
induces ferroptosis, as its treatment in tumor 
cells inhibits cystine uptake and promotes con-
tinuous iron-dependent ROS formation that 
causes cell death with cell morphology identi-
cal to the characteristics of ferroptosis [105]. 
To date, multiple studies have validated that 
erastin treatment inhibits SLC7A11 function 
and causes ferroptotic cell death in various 
cancer types including human breast cancer 
[111]. In addition, two erastin analogues imid-
azole ketone erastin (IKE) and piperazine eras-
tin (PE) with improved water solubility, potency 
and metabolic stability also efficiently induce 
ferroptosis in mouse models of fibrosarcoma 
and diffuse large B cell lymphoma (DLBCL) 
[112-114]. 

Sorafenib: Sorafenib, an FDA-approved inhibi-
tor of multiple oncogenic kinases, elicits ferrop-
tosis in various human cancer cell lines such  
as kidney cancer, which is neither dependent 
on its kinase inhibition activity nor related to 
the status of oncogenes RAF, PIK3CA, RAS and 
TP53 in cancer cells [115, 116]. However, sora- 
fenib-induced ferroptosis uniquely relies on sy- 
stem Xc- inhibition and manifests special clini-
cal adverse events in contrast to other kinase 
inhibitors [106]. Currently, the clinical applica-
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tion of sorafenib in targeting system Xc- is still 
untested.

Competitive and newly identified inhibitors of 
SLC7A11

An earlier study revealed that SLC7A11 activity 
is restricted by its substrate availability [7]. By 
using fluorometric efflux assays, several gluta-
mate and cyclic glutamate analogues were 
found to inhibit the exchange of L-cystine and 
L-glutamate through system Xc-, including L- 
Homocysteate, (RS)-4-Bromo-homoibotenate, 
L-Serine-O-sulphate, L-Quisqualate and (S)- 
4-Carboxy-phenylglycine (CPG), among which 
CPG has the most competitive inhibitory effect 
and the least substrate activity [117]. 

In a high throughput screening for compounds 
inhibiting glutamate release in triple-negative 
breast cancer cells, capsazepine (CPZ) was 
found to inhibit SLC7A11 activity. The study 
showed that CPZ treatment effectively decreas-
es cystine uptake, increases intracellular ROS 
contents and induces cell death, though SLC- 
7A11 mRNA level is upregulated [118]. Another 
study screened the compounds to inhibit gluta-
thione production in KRAS mutant LUAD cells, 
and found that HG106 specifically inhibits SLC- 
7A11 function in vitro and decreases tumor 
burden in vivo. Although HG106 effectively in- 
hibits cystine import and GSH production, it 
also increases intracellular ROS and induces 
apoptosis in tumor cells because of mitochon-
drial dysfunction and ER stress [119]. 

Moreover, a new mouse model is established to 
evaluate the efficacy of SLC7A11 inhibitors in 
vivo, which is based on measuring cystathio-
nine levels in the mouse thymus and spleen 
after inhibiting cystathionine γ-lyase. A com-
pound named Compound A shows much higher 
inhibitory efficacy on SLC7A11 than erastin in 
this mouse model, but the more detailed infor-
mation of Compound A is not reported [120]. 

Inhibitors targeting SLC7A11 upstream regula-
tors

In light of multiple regulating pathways up- 
stream of SLC7A11, it is conceivable that SLC- 
7A11 could be indirectly inhibited by com-
pounds targeting upstream suppressors or 
stimulators. 

One study showed that Pseudolaric acid B  
(PAB) activates p53 and promotes p53-media- 
ted inhibition of SLC7A11 in glioma, causing  
ferroptotic cell death [121]. In hypopharyngeal 
squamous carcinoma, low-concentration pac- 
litaxel (PTX) upregulates the expression of 
mtp53 (R175H, R248L) but does not affect 
K98 acetylation of p53, which is required for 
p53 to inhibit SLC7A11 transcription. Thus, low-
concentration PTX enhances RSL3-induced  
ferroptosis by inhibiting SLC7A11 expression 
[122]. It is also indicated that receptor tyrosine 
kinase TrkA activated by neurotrophin nerve 
growth factor (NGF) transcriptionally activates 
SLC7A11 expression via RAS-MAPK signaling 
pathway [123]. In triple-negative breast can- 
cer, TrkA inhibitor AG879 effectively inhibits 
SLC7A11 activity and expression both in vitro 
and in vivo, which inhibits tumor invasion and 
attenuates cancer-induced bone pain in vivo 
[123]. Moreover, MEK inhibitor AZD6244 antag-
onizes mutant KRAS induced activation of Nrf2 
transcription to inhibits SLC7A11 expression  
in MEFs, which synergizes with statin to elicit 
stronger antitumor effect [124]. Similarly, BAY 
11-7085 mediates Nrf2 inhibition and inhibits 
SLC7A11 expression [125], and JQ-1 inhibits 
SLC7A11 transcription by targeting BRD4 [82].

Immunotargeting SLC7A11

In vivo depletion of SLC7A11 is found to inhibit 
tumor growth without compromising antitumor 
immune responses, which not only enables the 
adoption of combination therapy with the im- 
munotherapeutic agent anti-CTLA-4, but also 
supports the potential use of SLC7A11-targeted 
immunotherapies [126]. 

DNA-based vaccines

pVAX1-SLC7A11 plasmid, cloned with full-leng- 
th mouse SLC7A11 (NM_011990.2) and tran-
scriptionally controlled by CMV promoter, is fi- 
rstly used in vivo to explore its efficacy in TNBC 
mouse model. On the one hand, pVAX1-SLC- 
7A11 vaccination induces humoral response in 
BALB/c mice, and IgG purified from the mice 
impairs TUBO tumor sphere generation and 
lowers the amounts of CSC markers-positive 
cells. On the other hand, pVAX1-SLC7A11 vac-
cination in tumor-bearing mice induces tumor 
regression and reduces lung metastases by 
antibodies specifically targeting SLC7A11 on 
CSCs. Besides, anti-SLC7A11 vaccination also 
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exerts a preventive effect against spontaneous 
lung metastasis induced by 4T1 cells. Though 
humoral response is elicited, no T-cell response 
is found, which is possibly due to thymic deple-
tion of high-avidity T-cell clones [23].

VLP-based vaccines 

A virus-like particle (VLP) based immunothera-
py named AX09-0M6, which displays the fully 
homologic sixth extracellular loop (ECD6) of 
both mouse and human SLC7A11, is applied in 
female BALB/c mice. The high titer of antibod-
ies in sera from AX09-0M6 treated mice dis-
ables the self-renewal ability of breast cancer 
stem cells and increases ROS content in TUBO, 
4T1, HCC-1806, and MDA-MB-231 cells. In par-
ticular, a strong IgG2a antibody response is 
induced by AX09-0M6, which confers high 
ADCC and CDC activity to SLC7A11 positive 
tumor cells in both in situ and metastatic tis-
sues. AX09-0M6 treatment in mice also slows 
tumor growth and attenuates lung metastasis 
preventively or therapeutically. In addition, mo- 
use spleen myeloid cells and CNS are barely 
affected by AX09-0M6 treatment, indicating 
that the potential of autoimmune activation is 
limited [127].

BoHV-4-based vaccines 

A viral vector based on Bovine Herpes Virus-4 
(BoHV-4), with open reading frame (ORF) ex- 
pressing full-length mouse SLC7A11 protein 
(BoHV-4-mSLC7A11), is used to vaccinate mi- 
ce. Sera collected from BoHV-4-mSLC7A11 
treated mice contain antibodies recognizing 
both mouse and human SLC7A11 proteins. 
CSCs specifically targeted by and bound with 
antibodies from BoHV-4-mSLC7A11 treated mi- 
ce are then cleared through antibody-depen-
dent cell cytotoxicity (ADCC), or are disabled by 
impaired self-renewal ability and accumulated 
intracellular ROS levels. In addition, this effect 
is reproducible among TUBO, 4T1, and HER2+ 
SKBR3 cells. In vivo study reveals that BoHV- 
4-mSLC7A11 vaccination in mice significantly 
inhibits breast cancer growth, and lung metas-
tasis is reduced both preventively and the- 
rapeutically. Moreover, increased content of 
CD4+ and CD8+ T cells, and increased PD1 
expression are found in the lungs of vaccinat- 
ed mice, indicating the potential of better prog-
nosis and combination therapy with immune 
checkpoint inhibitors [128].

Future perspectives and conclusions 

Oxidative stress is the most frequent cellular 
event in cancer due to its tumorigenic nature 
and the challenging tumor microenvironment. 
The redox status in cancer often correlates with 
its malignancy and therapeutic sensitivity. In 
order to cope with the increased cellular ROS 
stress, cancer cells invoke antioxidant defense 
system, which not only mitigates intracellular 
ROS and enables cancer cell survival, but also 
enhances cancer malignancy by promoting pro-
liferation, metastasis, invasion and so on. SLC- 
7A11 is pervasively overexpressed or upregu-
lated to defense oxidative stress, and confer 
resistance to anticancer treatments. In addi-
tion to modulate ROS levels, SLC7A11 has a 
broader range of actions including ferroptosis, 
intercellular signaling, drug transportation, nu- 
trient preference, immune response, and can-
cer-induced bone pain. Therefore, targeting 
SLC7A11 is an important focus in exploring 
effective anticancer therapies. Multiple studies 
have found increased therapeutic efficacy by 
inhibiting SLC7A11 alone or in combination [42, 
120]. As the efficacy of SLC7A11 inhibition is 
closely related to SLC7A11 expression levels, it 
is of premier importance to measure SLC7A11 
activity in tumors. Positron emission tomogra-
phy (PET) based on 18F-fluoroaminosuberic acid 
(18F-FASu) [129] or (S)-4-(3-[18F] fluoropropyl)-L-
Glutamic Acid ([18F] FSPG) is used to image 
SLC7A11 activity in mouse models, and [18F] 
FSPG PET has been used in pilot clinical trials 
[130], which may offer a practicable visualized 
measurement to facilitate better clinical as- 
sessment in the future.

Although pioneering studies in SLC7A11 have 
advanced our understanding of its fundamen-
tal functions and pathophysiological roles, the- 
re are still several questions to be answered. 
First, many studies have investigated SLC7A11 
regulation both at transcriptional and post-tran-
scriptional levels, while studies of post-transla-
tional modifications of SLC7A11, such as ubiq-
uitylation, are still lacking. Thus, further studies 
are needed to investigate the diverse post-tr- 
anslational modifications of SLC7A11 that con-
trol its biological functions in pathophysiologi-
cal conditions. Second, though lethal levels of 
ROS contribute to cell death, a moderate con-
tent of ROS drives tumorigenesis. Indeed, SLC- 
7A11-deficient mice display increased inciden- 
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ce of chemically induced tumorigenesis due  
to excessive oxidative stress and inflamma- 
tion [131], indicating alternative mechanisms 
to maintain intracellular redox status. Third, 
SLC7A11 inhibition was reported to converse- 
ly favor cancer cell survival in certain settings. 
Thus, much research vacancy is left waiting for 
future exploration. Fourth, some compounds 
directly targeting SLC7A11 have undesirable 
pharmacological properties and the mechanis-
tic insight into their detailed mechanisms is  
not fully explored. As for compounds that indi-
rectly target SLC7A11, the application range 
has to be paid special attention as the targeted 
molecules may also engage in other signaling 
pathways and elicit unwanted side effects. 
Finally, though immunotargeting SLC7A11 ex- 
hibits effective outcomes in vivo, the experi-
ment model is primarily based on breast can-
cer, and other cancer types are not explored. 
Thus, further mechanisms and improvements 
are required for this prospective therapeutic 
approach. 

In summary, SLC7A11 is involved in the patho-
genesis of various cancers. The biological func-
tion and upstream regulation of SLC7A11 will 
cause great attention in the field of cancer 
research and targeting SLC7A11 may provide a 
novel and effective therapeutic approach for 
anticancer treatment.

Acknowledgements

This work is supported in part by the Chinese 
NSFC grant 31701167 (QZ) and the doctoral 
research starting foundation YDBK2018-57 
(GL).

Disclosure of conflict of interest

None.

Address correspondence to: Dr. Qiyin Zhou, De- 
partment of Medical Oncology, Sir Run Run Shaw 
Hospital, Zhejiang University School of Medicine, 
Hangzhou 310016, Zhejiang, China. E-mail: zhouqiy-
in@zju.edu.cn; Dr. Hongchuan Jin, Laboratory of 
Cancer Biology, Key Lab of Biotherapy in Zhejiang, 
Sir Run Run Shaw Hospital, Zhejiang University 
School of Medicine, Hangzhou 310016, Zhejiang, 
China. E-mail: jinhc@zju.edu.cn

References 

[1] Kandasamy P, Gyimesi G, Kanai Y and Hediger 
MA. Amino acid transporters revisited: new 

views in health and disease. Trends Biochem 
Sci 2018; 43: 752-789.

[2] Zhou Q, Li H, Li Y, Tan M, Fan S, Cao C, Meng F, 
Zhu L, Zhao L, Guan MX, Jin H and Sun Y. Inhib-
iting neddylation modification alters mitochon-
drial morphology and reprograms energy me-
tabolism in cancer cells. JCI Insight 2019; 4: 
e121582. 

[3] Yoo HC, Park SJ, Nam M, Kang J, Kim K, Yeo JH, 
Kim JK, Heo Y, Lee HS, Lee MY, Lee CW, Kang 
JS, Kim YH, Lee J, Choi J, Hwang GS, Bang S 
and Han JM. A variant of SLC1A5 is a mito-
chondrial glutamine transporter for metabolic 
reprogramming in cancer cells. Cell Metab 
2020; 31: 267-283, e12.

[4] Kanarek N, Petrova B and Sabatini DM. Dietary 
modifications for enhanced cancer therapy. 
Nature 2020; 579: 507-517.

[5] Lewerenz J, Hewett SJ, Huang Y, Lambros M, 
Gout PW, Kalivas PW, Massie A, Smolders I, 
Methner A, Pergande M, Smith SB, Ganapathy 
V and Maher P. The cystine/glutamate anti-
porter system x(c)(-) in health and disease: 
from molecular mechanisms to novel thera-
peutic opportunities. Antioxid Redox Signal 
2013; 18: 522-555.

[6] Zhu J, Berisa M, Schworer S, Qin W, Cross JR 
and Thompson CB. Transsulfuration activity 
can support cell growth upon extracellular cys-
teine limitation. Cell Metab 2019; 30: 865-
876, e5.

[7] Bannai S. Exchange of cystine and glutamate 
across plasma membrane of human fibro-
blasts. J Biol Chem 1986; 261: 2256-2263.

[8] Bassi MT, Gasol E, Manzoni M, Pineda M, Ri-
boni M, Martín R, Zorzano A, Borsani G and 
Palacín M. Identification and characterisation 
of human xCT that co-expresses, with 4F2 
heavy chain, the amino acid transport activity 
system xc. Pflugers Arch 2001; 442: 286-296.

[9] Gasol E, Jiménez-Vidal M, Chillarón J, Zorzano 
A and Palacín M. Membrane topology of sys-
tem xc- light subunit reveals a re-entrant loop 
with substrate-restricted accessibility. J Biol 
Chem 2004; 279: 31228-31236.

[10] Chillarón J, Roca R, Valencia A, Zorzano A and 
Palacín MJ. Heteromeric amino acid transport-
ers: biochemistry, genetics, and physiology. 
Am J Physiol Renal Physiol 2001; 281: F995-
F1018.

[11] Pfeiffer R, Spindler B, Loffing J, Skelly PJ, Shoe-
maker CB and Verrey F. Functional heterodi-
meric amino acid transporters lacking cysteine 
residues involved in disulfide bond. FEBS Lett 
1998; 439: 157-162.

[12] Devés R and Boyd CA. Surface antigen 
CD98(4F2): not a single membrane protein, 
but a family of proteins with multiple functions. 
J Membr Biol 2000; 173: 165-177.

mailto:zhouqiyin@zju.edu.cn
mailto:zhouqiyin@zju.edu.cn
mailto:jinhc@zju.edu.cn


SLC7A11 in cancer

3120 Am J Cancer Res 2020;10(10):3106-3126

[13] Shin CS, Mishra P, Watrous JD, Carelli V, 
D’Aurelio M, Jain M and Chan DC. The gluta-
mate/cystine xCT antiporter antagonizes glu-
tamine metabolism and reduces nutrient flexi-
bility. Nat Commun 2017; 8: 15074.

[14] Nakamura E, Sato M, Yang H, Miyagawa F, Ha-
rasaki M, Tomita K, Matsuoka S, Noma A, Iwai 
K and Minato N. 4F2 (CD98) heavy chain is as-
sociated covalently with an amino acid trans-
porter and controls intracellular trafficking and 
membrane topology of 4F2 heterodimer. J Biol 
Chem 1999; 274: 3009-3016.

[15] Ishimoto T, Nagano O, Yae T, Tamada M, Moto-
hara T, Oshima H, Oshima M, Ikeda T, Asaba R, 
Yagi H, Masuko T, Shimizu T, Ishikawa T, Kai K, 
Takahashi E, Imamura Y, Baba Y, Ohmura M, 
Suematsu M, Baba H and Saya H. CD44 vari-
ant regulates redox status in cancer cells by 
stabilizing the xCT subunit of system xc(-) and 
thereby promotes tumor growth. Cancer Cell 
2011; 19: 387-400.

[16] Lu SC. Regulation of glutathione synthesis. 
Mol Aspects Med 2009; 30: 42-59.

[17] Dai Z, Huang Y, Sadee W and Blower P. Che-
moinformatics analysis identifies cytotoxic 
compounds susceptible to chemoresistance 
mediated by glutathione and cystine/gluta-
mate transport system xc. J Med Chem 2007; 
50: 1896-1906.

[18] Bannai S and Kitamura E. Transport interac-
tion of L-cystine and L-glutamate in human dip-
loid fibroblasts in culture. J Biol Chem 1980; 
255: 2372-2376.

[19] Zhong W, Weiss HL, Jayswal RD, Hensley PJ, 
Downes LM, St Clair DK and Chaiswing L. Ex-
tracellular redox state shift: a novel approach 
to target prostate cancer invasion. Free Radic 
Biol Med 2018; 117: 99-109.

[20] Lim JKM, Delaidelli A, Minaker SW, Zhang HF, 
Colovic M, Yang H, Negri GL, von Karstedt S, 
Lockwood WW, Schaffer P, Leprivier G and So-
rensen PH. Cystine/glutamate antiporter xCT 
(SLC7A11) facilitates oncogenic RAS transfor-
mation by preserving intracellular redox bal-
ance. Proc Natl Acad Sci U S A 2019; 116: 
9433-9442.

[21] Frank NY, Schatton T and Frank MH. The thera-
peutic promise of the cancer stem cell con-
cept. J Clin Invest 2010; 120: 41-50.

[22] Diehn M, Cho R, Lobo N, Kalisky T, Dorie M, 
Kulp A, Qian D, Lam J, Ailles L, Wong M, Joshua 
B, Kaplan M, Wapnir I, Dirbas F, Somlo G, Gar-
beroglio C, Paz B, Shen J, Lau S, Quake S, 
Brown J, Weissman I and Clarke M. Association 
of reactive oxygen species levels and radiore-
sistance in cancer stem cells. Nature 2009; 
458: 780-783.

[23] Lanzardo S, Conti L, Rooke R, Ruiu R, Accart N, 
Bolli E, Arigoni M, Macagno M, Barrera G, Piz-

zimenti S, Aurisicchio L, Calogero RA and Ca-
vallo F. Immunotargeting of antigen xCT atten-
uates stem-like cell behavior and metastatic 
progression in breast cancer. Cancer Res 
2016; 76: 62-72.

[24] Polewski MD, Reveron-Thornton RF, Cherry-
holmes GA, Marinov GK and Aboody KS. SL-
C7A11 overexpression in glioblastoma is asso-
ciated with increased cancer stem cell-like 
properties. Stem Cells Dev 2017; 26: 1236-
1246.

[25] Weidinger A and Kozlov A. Biological activities 
of reactive oxygen and nitrogen species: oxida-
tive stress versus signal transduction. Biomol-
ecules 2015; 5: 472-484.

[26] Koppula P, Zhang Y, Zhuang L and Gan B. Ami-
no acid transporter SLC7A11/xCT at the cross-
roads of regulating redox homeostasis and 
nutrient dependency of cancer. Cancer Com-
mun (Lond) 2018; 38: 12.

[27] Li Y, Li N, Shi J, Ahmed T, Liu H, Guo J, Tang W, 
Guo Y and Zhang Q. Involvement of glutathione 
depletion in selective cytotoxicity of oridonin to 
p53-mutant esophageal squamous carcinoma 
cells. Front Oncol 2019; 9: 1525.

[28] Banjac A, Perisic T, Sato H, Seiler A, Bannai S, 
Weiss N, Kölle P, Tschoep K, Issels R, Daniel P, 
Conrad M and Bornkamm G. The cystine/cys-
teine cycle: a redox cycle regulating suscepti-
bility versus resistance to cell death. Oncogene 
2008; 27: 1618-1628.

[29] Yang H, Xiang S, Kazi A and Sebti SM. The GT-
Pase KRAS suppresses the p53 tumor sup-
pressor by activating the NRF2-regulated anti-
oxidant defense system in cancer cells. J Biol 
Chem 2020; 295: 3055-3063.

[30] Wang L, Leite de Oliveira R, Huijberts S, Bos-
driesz E, Pencheva N, Brunen D, Bosma A, 
Song JY, Zevenhoven J, Los-de Vries GT, Hor-
lings H, Nuijen B, Beijnen JH, Schellens JHM 
and Bernards R. An acquired vulnerability of 
drug-resistant melanoma with therapeutic po-
tential. Cell 2018; 173: 1413-1425, e14.

[31] Otsuki Y, Yamasaki J, Suina K, Okazaki S, Koike 
N, Saya H and Nagano O. Vasodilator oxyfe-
drine inhibits aldehyde metabolism and there-
by sensitizes cancer cells to xCT-targeted ther-
apy. Cancer Sci 2020; 111: 127-136.

[32] Joly JH, Delfarah A, Phung PS, Parrish S and 
Graham NA. A synthetic lethal drug combina-
tion mimics glucose deprivation-induced can-
cer cell death in the presence of glucose. J Biol 
Chem 2020; 295: 1350-1365.

[33] Koppula P, Zhang Y, Shi J, Li W and Gan B.  
The glutamate/cystine antiporter SLC7A11/
xCT enhances cancer cell dependency on glu-
cose by exporting glutamate. J Biol Chem 
2017; 292: 14240-14249.



SLC7A11 in cancer

3121 Am J Cancer Res 2020;10(10):3106-3126

[34] Teramoto K and Katoh H. The cystine/gluta-
mate antiporter xCT is a key regulator of EphA2 
S897 phosphorylation under glucose-limited 
conditions. Cell Signal 2019; 62: 109329.

[35] Hassannia B, Vandenabeele P and Vanden 
Berghe T. Targeting ferroptosis to iron out can-
cer. Cancer Cell 2019; 35: 830-849.

[36] Friedmann Angeli JP, Krysko DV and Conrad M. 
Ferroptosis at the crossroads of cancer-ac-
quired drug resistance and immune evasion. 
Nat Rev Cancer 2019; 19: 405-414.

[37] Lei G, Zhang Y, Koppula P, Liu X, Zhang J, Lin 
SH, Ajani JA, Xiao Q, Liao Z, Wang H and Gan B. 
The role of ferroptosis in ionizing radiation-in-
duced cell death and tumor suppression. Cell 
Res 2020; 30: 146-162.

[38] Jiang L, Kon N, Li T, Wang SJ, Su T, Hibshoosh 
H, Baer R and Gu W. Ferroptosis as a p53-me-
diated activity during tumour suppression. Na-
ture 2015; 520: 57-62.

[39] Song X, Zhu S, Chen P, Hou W, Wen Q, Liu J, Xie 
Y, Liu J, Klionsky DJ, Kroemer G, Lotze MT, Zeh 
HJ, Kang R and Tang D. AMPK-mediated 
BECN1 phosphorylation promotes ferroptosis 
by directly blocking system Xc(-) activity. Curr 
Biol 2018; 28: 2388-2399, e5.

[40] Wang W, Green M, Choi JE, Gijon M, Kennedy 
PD, Johnson JK, Liao P, Lang X, Kryczek I, Sell 
A, Xia H, Zhou J, Li G, Li J, Li W, Wei S, Vatan L, 
Zhang H, Szeliga W, Gu W, Liu R, Lawrence TS, 
Lamb C, Tanno Y, Cieslik M, Stone E, Georgiou 
G, Chan TA, Chinnaiyan A and Zou W. CD8(+) T 
cells regulate tumour ferroptosis during cancer 
immunotherapy. Nature 2019; 569: 270-274.

[41] Lang X, Green MD, Wang W, Yu J, Choi JE, Jiang 
L, Liao P, Zhou J, Zhang Q, Dow A, Saripalli AL, 
Kryczek I, Wei S, Szeliga W, Vatan L, Stone EM, 
Georgiou G, Cieslik M, Wahl DR, Morgan MA, 
Chinnaiyan AM, Lawrence TS and Zou W. Ra-
diotherapy and immunotherapy promote tu-
moral lipid oxidation and ferroptosis via syner-
gistic repression of SLC7A11. Cancer Discov 
2019; 9: 1673-1685.

[42] Zhu T, Shi L, Yu C, Dong Y, Qiu F, Shen L, Qian 
Q, Zhou G and Zhu X. Ferroptosis promotes 
photodynamic therapy: supramolecular photo-
sensitizer-inducer nanodrug for enhanced can-
cer treatment. Theranostics 2019; 9: 3293-
3307.

[43] Zille M, Kumar A, Kundu N, Bourassa MW, 
Wong VSC, Willis D, Karuppagounder SS and 
Ratan RR. Ferroptosis in neurons and cancer 
cells is similar but differentially regulated by 
histone deacetylase inhibitors. eNeuro 2019; 
6: ENEURO.0263-0218.2019.

[44] Sharma MK, Seidlitz EP and Singh G. Cancer 
cells release glutamate via the cystine/gluta-
mate antiporter. Biochem Biophys Res Com-
mun 2010; 391: 91-95.

[45] Muir A, Danai LV, Gui DY, Waingarten CY, Lewis 
CA and Vander Heiden MG. Environmental cys-
tine drives glutamine anaplerosis and sensi-
tizes cancer cells to glutaminase inhibition. 
Elife 2017; 6: e27713.

[46] Stepulak A, Rola R, Polberg K and Ikonomidou 
C. Glutamate and its receptors in cancer. J 
Neural Transm (Vienna) 2014; 121: 933-944.

[47] Lyons SA, Chung WJ, Weaver AK, Ogunrinu T 
and Sontheimer H. Autocrine glutamate signal-
ing promotes glioma cell invasion. Cancer Res 
2007; 67: 9463-9471.

[48] Takano T, Lin J, Arcuino G, Gao Q, Yang J and 
Nedergaard M. Glutamate release promotes 
growth of malignant gliomas. Nat Med 2001; 
7: 1010-1015.

[49] Dornier E, Rabas N, Mitchell L, Novo D, Dhay-
ade S, Marco S, Mackay G, Sumpton D, Pal-
lares M, Nixon C, Blyth K, Macpherson IR, 
Rainero E and Norman JC. Glutaminolysis 
drives membrane trafficking to promote inva-
siveness of breast cancer cells. Nat Commun 
2017; 8: 2255.

[50] Long Y, Tao H, Karachi A, Grippin AJ, Jin L, 
Chang YE, Zhang W, Dyson KA, Hou AY, Na M, 
Deleyrolle LP, Sayour EJ, Rahman M, Mitchell 
DA, Lin Z and Huang J. Dysregulation of gluta-
mate transport enhances treg function that 
promotes VEGF blockade resistance in glio-
blastoma. Cancer Res 2020; 80: 499-509.

[51] Briggs KJ, Koivunen P, Cao S, Backus KM, 
Olenchock BA, Patel H, Zhang Q, Signoretti S, 
Gerfen GJ, Richardson AL, Witkiewicz AK, Cra-
vatt BF, Clardy J and Kaelin WG Jr. Paracrine 
induction of HIF by glutamate in breast cancer: 
EglN1 senses cysteine. Cell 2016; 166: 126-
139.

[52] LeBoeuf SE, Wu WL, Karakousi TR, Karadal B, 
Jackson SR, Davidson SM, Wong KK, Koralov 
SB, Sayin VI and Papagiannakopoulos T. Acti-
vation of oxidative stress response in cancer 
generates a druggable dependency on exoge-
nous non-essential amino acids. Cell Metab 
2020; 31: 339-350, e4.

[53] Slosky LM, BassiriRad NM, Symons AM, 
Thompson M, Doyle T, Forte BL, Staatz WD, Bui 
L, Neumann WL, Mantyh PW, Salvemini D, Lar-
gent-Milnes TM and Vanderah TW. The cys-
tine/glutamate antiporter system xc- drives 
breast tumor cell glutamate release and can-
cer-induced bone pain. Pain 2016; 157: 2605-
2616.

[54] Robert SM, Buckingham SC, Campbell SL, Ro-
bel S, Holt KT, Ogunrinu-Babarinde T, Warren 
PP, White DM, Reid MA, Eschbacher JM, Be-
rens ME, Lahti AC, Nabors LB and Sontheimer 
H. SLC7A11 expression is associated with sei-
zures and predicts poor survival in patients 
with malignant glioma. Sci Transl Med 2015; 7: 
289ra86.



SLC7A11 in cancer

3122 Am J Cancer Res 2020;10(10):3106-3126

[55] Miller K, Siegel R, Lin C, Mariotto A, Kramer J, 
Rowland J, Stein K, Alteri R and Jemal A. Can-
cer treatment and survivorship statistics, 
2016. CA Cancer J Clin 2016; 66: 271-289.

[56] Khamari R, Trinh A, Gabert PE, Corazao-Rozas 
P, Riveros-Cruz S, Balayssac S, Malet-Martino 
M, Dekiouk S, Joncquel Chevalier Curt M, 
Maboudou P, Garcon G, Ravasi L, Guerreschi P, 
Mortier L, Quesnel B, Marchetti P and Kluza J. 
Glucose metabolism and NRF2 coordinate the 
antioxidant response in melanoma resistant to 
MAPK inhibitors. Cell Death Dis 2018; 9: 325.

[57] Wang SF, Wung CH, Chen MS, Chen CF, Yin PH, 
Yeh TS, Chang YL, Chou YC, Hung HH and Lee 
HC. Activated integrated stress response in-
duced by salubrinal promotes cisplatin resis-
tance in human gastric cancer cells via en-
hanced xCT expression and glutathione bio- 
synthesis. Int J Mol Sci 2018; 19: 3389.

[58] Liu R, Blower PE, Pham AN, Fang J, Dai Z, Wise 
C, Green B, Teitel CH, Ning B, Ling W, Lyn-Cook 
BD, Kadlubar FF, Sadee W and Huang Y. Cys-
tine-glutamate transporter SLC7A11 mediates 
resistance to geldanamycin but not to 17-(ally- 
lamino)-17-demethoxygeldanamycin. Mol Ph- 
armacol 2007; 72: 1637-1646.

[59] Polewski MD, Reveron-Thornton RF, Cherry-
holmes GA, Marinov GK, Cassady K and Ab-
oody KS. Increased expression of system xc-  
in glioblastoma confers an altered metabolic 
state and temozolomide resistance. Mol Can-
cer Res 2016; 14: 1229-1242.

[60] Lo M, Ling V, Wang YZ and Gout PW. The xc- 
cystine/glutamate antiporter: a mediator of 
pancreatic cancer growth with a role in drug 
resistance. Br J Cancer 2008; 99: 464-472.

[61] Bekeschus S, Eisenmann S, Sagwal SK, Bod-
nar Y, Moritz J, Poschkamp B, Stoffels I,  
Emmert S, Madesh M, Weltmann KD, von 
Woedtke T and Gandhirajan RK. xCT (SL-
C7A11) expression confers intrinsic resistance 
to physical plasma treatment in tumor cells. 
Redox Biol 2020; 30: 101423.

[62] Roh JL, Kim EH, Jang HJ, Park JY and Shin D. 
Induction of ferroptotic cell death for overcom-
ing cisplatin resistance of head and neck can-
cer. Cancer Lett 2016; 381: 96-103.

[63] Woo Y, Lee HJ, Jung YM and Jung YJ. mTOR-
mediated antioxidant activation in solid tu- 
mor radioresistance. J Oncol 2019; 2019: 
5956867.

[64] Huang Y, Dai Z, Barbacioru C and Sadee W. 
Cystine-glutamate transporter SLC7A11 in 
cancer chemosensitivity and chemoresistan- 
ce. Cancer Res 2005; 65: 7446-7454.

[65] Olm E, Fernandes AP, Hebert C, Rundlof AK, 
Larsen EH, Danielsson O and Bjornstedt M. Ex-
tracellular thiol-assisted selenium uptake de-
pendent on the x(c)- cystine transporter ex-

plains the cancer-specific cytotoxicity of se- 
lenite. Proc Natl Acad Sci U S A 2009; 106: 
11400-11405.

[66] Ge C, Cao B, Feng D, Zhou F, Zhang J, Yang N, 
Feng S, Wang G and Aa J. The down-regulation 
of SLC7A11 enhances ROS induced P-gp over-
expression and drug resistance in MCF-7 
breast cancer cells. Sci Rep 2017; 7: 3791.

[67] Bannai S, Sato H, Ishii T and Sugita Y. Induc-
tion of cystine transport activity in human fibro-
blasts by oxygen. J Biol Chem 1989; 264: 
18480-18484.

[68] Bannai S. Induction of cystine and glutamate 
transport activity in human fibroblasts by di-
ethyl maleate and other electrophilic agents. J 
Biol Chem 1984; 259: 2435-2440.

[69] Kitamura H and Motohashi H. NRF2 addiction 
in cancer cells. Cancer Sci 2018; 109: 900-
911.

[70] Sasaki H, Sato H, Kuriyama-Matsumura K, 
Sato K, Maebara K, Wang H, Tamba M, Itoh K, 
Yamamoto M and Bannai S. Electrophile re-
sponse element-mediated induction of the cys-
tine/glutamate exchange transporter gene ex-
pression. J Biol Chem 2002; 277: 44765- 
44771.

[71] Ogiwara H, Takahashi K, Sasaki M, Kuroda T, 
Yoshida H, Watanabe R, Maruyama A, Ma- 
kinoshima H, Chiwaki F, Sasaki H, Kato T, Oka-
moto A and Kohno T. Targeting the vulnerability 
of glutathione metabolism in ARID1A-deficient 
cancers. Cancer Cell 2019; 35: 177-190, e8.

[72] Liu DS, Duong CP, Haupt S, Montgomery KG, 
House CM, Azar WJ, Pearson HB, Fisher OM, 
Read M, Guerra GR, Haupt Y, Cullinane C, Wi- 
man KG, Abrahmsen L, Phillips WA and Clem-
ons NJ. Inhibiting the system xC(-)/glutathione 
axis selectively targets cancers with mutant-
p53 accumulation. Nat Commun 2017; 8: 
14844.

[73] Sato H, Nomura S, Maebara K, Sato K, Tamba 
M and Bannai S. Transcriptional control of cys-
tine/glutamate transporter gene by amino acid 
deprivation. Biochem Biophys Res Commun 
2004; 325: 109-116.

[74] Pakos-Zebrucka K, Koryga I, Mnich K, Ljujic M, 
Samali A and Gorman A. The integrated stress 
response. EMBO Rep 2016; 17: 1374-1395.

[75] Lewerenz J and Maher P. Basal levels of eIF2al-
pha phosphorylation determine cellular anti-
oxidant status by regulating ATF4 and xCT ex-
pression. J Biol Chem 2009; 284: 1106-1115.

[76] Chen L, He J, Zhou J, Xiao Z, Ding N, Duan Y, Li 
W and Sun LQ. EIF2A promotes cell survival 
during paclitaxel treatment in vitro and in vivo. 
J Cell Mol Med 2019; 23: 6060-6071.

[77] Verschoor ML and Singh G. Ets-1 regulates in-
tracellular glutathione levels: key target for re-
sistant ovarian cancer. Mol Cancer 2013; 12: 
138.



SLC7A11 in cancer

3123 Am J Cancer Res 2020;10(10):3106-3126

[78] Yang Q and Guan K. Expanding mTOR signal-
ing. Cell Res 2007; 17: 666-681.

[79] Li C, Chen H, Lan Z, He S, Chen R, Wang F, Liu 
Z, Li K, Cheng L, Liu Y, Sun K, Wan X, Chen X, 
Peng H, Li L, Zhang Y, Jing Y, Huang M, Wang Y, 
Wang Y, Jiang J, Zha X, Chen L and Zhang H. 
mTOR-dependent upregulation of xCT blocks 
melanin synthesis and promotes tumorigene-
sis. Cell Death Differ 2019; 26: 2015-2028.

[80] Lu H, Samanta D, Xiang L, Zhang H, Hu H, 
Chen I, Bullen JW and Semenza GL. Chemo-
therapy triggers HIF-1-dependent glutathione 
synthesis and copper chelation that induces 
the breast cancer stem cell phenotype. Proc 
Natl Acad Sci U S A 2015; 112: E4600-4609.

[81] Kim J, Lee J and Iyer V. Global identification of 
Myc target genes reveals its direct role in mito-
chondrial biogenesis and its E-box usage in 
vivo. PLoS One 2008; 3: e1798.

[82] Sui S, Zhang J, Xu S, Wang Q, Wang P and Pang 
D. Ferritinophagy is required for the induction 
of ferroptosis by the bromodomain protein 
BRD4 inhibitor (+)-JQ1 in cancer cells. Cell 
Death Dis 2019; 10: 331.

[83] Yang Y and Yee D. IGF-I regulates redox status 
in breast cancer cells by activating the amino 
acid transport molecule xC. Cancer Res 2014; 
74: 2295-2305.

[84] Russo A, Saide A, Smaldone S, Faraonio R and 
Russo G. Role of uL3 in multidrug resistance in 
p53-mutated lung cancer cells. Int J Mol Sci 
2017; 18: 547.

[85] Linher-Melville K, Haftchenary S, Gunning P 
and Singh G. Signal transducer and activator 
of transcription 3 and 5 regulate system Xc- 
and redox balance in human breast cancer 
cells. Mol Cell Biochem 2015; 405: 205-221.

[86] Wang L, Liu Y, Du T, Yang H, Lei L, Guo M, Ding 
HF, Zhang J, Wang H, Chen X and Yan C. ATF3 
promotes erastin-induced ferroptosis by sup-
pressing system Xc. Cell Death Differ 2020; 
27: 662-675.

[87] Zhang Y, Shi J, Liu X, Feng L, Gong Z, Koppula 
P, Sirohi K, Li X, Wei Y, Lee H, Zhuang L, Chen 
G, Xiao ZD, Hung MC, Chen J, Huang P, Li W 
and Gan B. BAP1 links metabolic regulation of 
ferroptosis to tumour suppression. Nat Cell 
Biol 2018; 20: 1181-1192.

[88] Zhang Y, Koppula P and Gan B. Regulation of 
H2A ubiquitination and SLC7A11 expression 
by BAP1 and PRC1. Cell Cycle 2019; 18: 773-
783.

[89] Wang Y, Yang L, Zhang X, Cui W, Liu Y, Sun QR, 
He Q, Zhao S, Zhang GA, Wang Y and Chen S. 
Epigenetic regulation of ferroptosis by H2B 
monoubiquitination and p53. EMBO Rep 
2019; 20: e47563.

[90] Wang D, Zavadil J, Martin L, Parisi F, Friedman 
E, Levy D, Harding H, Ron D and Gardner L. In-

hibition of nonsense-mediated RNA decay by 
the tumor microenvironment promotes tumori-
genesis. Mol Cell Biol 2011; 31: 3670-3680.

[91] Martin L and Gardner LB. Stress-induced inhi-
bition of nonsense-mediated RNA decay regu-
lates intracellular cystine transport and intra-
cellular glutathione through regulation of the 
cystine/glutamate exchanger SLC7A11. Onco-
gene 2015; 34: 4211-4218.

[92] Gebert L and MacRae I. Regulation of microR-
NA function in animals. Nat Rev Mol Cell Biol 
2019; 20: 21-37.

[93] Liu XX, Li XJ, Zhang B, Liang YJ, Zhou CX, Cao 
DX, He M, Chen GQ, He JR and Zhao Q. MicroR-
NA-26b is underexpressed in human breast 
cancer and induces cell apoptosis by targeting 
SLC7A11. FEBS Lett 2011; 585: 1363-1367.

[94] Drayton RM, Dudziec E, Peter S, Bertz S, Hart-
mann A, Bryant HE and Catto JW. Reduced ex-
pression of miRNA-27a modulates cisplatin 
resistance in bladder cancer by targeting the 
cystine/glutamate exchanger SLC7A11. Clin 
Cancer Res 2014; 20: 1990-2000.

[95] Wu Y, Sun X, Song B, Qiu X and Zhao J. MiR-
375/SLC7A11 axis regulates oral squamous 
cell carcinoma proliferation and invasion. Can-
cer Med 2017; 6: 1686-1697.

[96] Wei B, Kong W, Mou X and Wang S. Compre-
hensive analysis of tumor immune infiltration 
associated with endogenous competitive RNA 
networks in lung adenocarcinoma. Pathol Res 
Pract 2019; 215: 159-170.

[97] Wach S, Taubert H, Weigelt K, Hase N, Kohn M, 
Misiak D, Huttelmaier S, Stohr CG, Kahlmeyer 
A, Haller F, Vera J, Hartmann A, Wullich B and 
Lai X. RNA sequencing of collecting duct renal 
cell carcinoma suggests an interaction be-
tween miRNA and target genes and a predomi-
nance of deregulated solute carrier genes. 
Cancers (Basel) 2019; 12: 64.

[98] Chen P, Gu YY, Ma FC, He RQ, Li ZY, Zhai GQ, 
Lin X, Hu XH, Pan LJ and Chen G. Expression 
levels and cotargets of miRNA1263p and miR-
NA1265p in lung adenocarcinoma tissues: Al-
phan exploration with RTqPCR, microarray and 
bioinformatic analyses. Oncol Rep 2019; 41: 
939-953.

[99] Liu T, Jiang L, Tavana O and Gu W. The deubiq-
uitylase OTUB1 mediates ferroptosis via stabi-
lization of SLC7A11. Cancer Res 2019; 79: 
1913-1924.

[100] Song Y, Park IS, Kim J and Seo HR. Actinomycin 
D inhibits the expression of the cystine/gluta-
mate transporter xCT via attenuation of CD133 
synthesis in CD133(+) HCC. Chem Biol Interact 
2019; 309: 108713.

[101] Masui K, Cavenee W and Mischel P. mTORC2 
and metabolic reprogramming in GBM: at the 
interface of genetics and environment. Brain 
Pathol 2015; 25: 755-759.



SLC7A11 in cancer

3124 Am J Cancer Res 2020;10(10):3106-3126

[102] Gu Y, Albuquerque CP, Braas D, Zhang W, Villa 
GR, Bi J, Ikegami S, Masui K, Gini B, Yang H, 
Gahman TC, Shiau AK, Cloughesy TF, Christofk 
HR, Zhou H, Guan KL and Mischel PS. mTORC2 
regulates amino acid metabolism in cancer by 
phosphorylation of the cystine-glutamate anti-
porter xCT. Mol Cell 2017; 67: 128-138, e7.

[103] Tsuchihashi K, Okazaki S, Ohmura M, Ishikawa 
M, Sampetrean O, Onishi N, Wakimoto H, Yo-
shikawa M, Seishima R, Iwasaki Y, Morikawa T, 
Abe S, Takao A, Shimizu M, Masuko T, Nagane 
M, Furnari FB, Akiyama T, Suematsu M, Baba 
E, Akashi K, Saya H and Nagano O. The EGF 
receptor promotes the malignant potential of 
glioma by regulating amino acid transport sys-
tem xc(-). Cancer Res 2016; 76: 2954-2963.

[104] Ogihara K, Kikuchi E, Okazaki S, Hagiwara M, 
Takeda T, Matsumoto K, Kosaka T, Mikami S, 
Saya H and Oya M. Sulfasalazine could modu-
late the CD44v9-xCT system and enhance cis-
platin-induced cytotoxic effects in metastatic 
bladder cancer. Cancer Sci 2019; 110: 1431-
1441.

[105] Dixon SJ, Lemberg KM, Lamprecht MR, Skouta 
R, Zaitsev EM, Gleason CE, Patel DN, Bauer AJ, 
Cantley AM, Yang WS, Morrison B 3rd and 
Stockwell BR. Ferroptosis: an iron-dependent 
form of nonapoptotic cell death. Cell 2012; 
149: 1060-1072.

[106] Dixon SJ, Patel DN, Welsch M, Skouta R, Lee 
ED, Hayano M, Thomas AG, Gleason CE, Ta-
tonetti NP, Slusher BS and Stockwell BR. Phar-
macological inhibition of cystine-glutamate ex-
change induces endoplasmic reticulum stress 
and ferroptosis. Elife 2014; 3: e02523.

[107] Robe P, Martin D, Nguyen-Khac M, Artesi M, 
Deprez M, Albert A, Vanbelle S, Califice S, Bre-
del M and Bours V. Early termination of IS-
RCTN45828668, a phase 1/2 prospective, 
randomized study of sulfasalazine for the 
treatment of progressing malignant gliomas in 
adults. BMC Cancer 2009; 9: 372.

[108] Azadkhan A, Truelove S and Aronson J. The dis-
position and metabolism of sulphasalazine 
(salicylazosulphapyridine) in man. Br J Clin 
Pharmacol 1982; 13: 523-528.

[109] Kou L, Sun R, Xiao S, Zheng Y, Chen Z, Cai A, 
Zheng H, Yao Q, Ganapathy V and Chen R. Am-
bidextrous approach to disrupt redox balance 
in tumor cells with increased ROS production 
and decreased GSH synthesis for cancer ther-
apy. ACS Appl Mater Interfaces 2019; 11: 
26722-26730.

[110] Dolma S, Lessnick SL, Hahn WC and Stockwell 
BR. Identification of genotype-selective antitu-
mor agents using synthetic lethal chemical 
screening in engineered human tumor cells. 
Cancer Cell 2003; 3: 285-296.

[111] Shiromizu S, Yamauchi T, Kusunose N, Matsu-
naga N, Koyanagi S and Ohdo S. Dosing time-
dependent changes in the anti-tumor effect of 
xCT inhibitor erastin in human breast cancer 
xenograft mice. Biol Pharm Bull 2019; 42: 
1921-1925.

[112] Larraufie MH, Yang WS, Jiang E, Thomas AG, 
Slusher BS and Stockwell BR. Incorporation of 
metabolically stable ketones into a small mol-
ecule probe to increase potency and water 
solubility. Bioorg Med Chem Lett 2015; 25: 
4787-4792.

[113] Yang WS, SriRamaratnam R, Welsch ME, Shi-
mada K, Skouta R, Viswanathan VS, Cheah JH, 
Clemons PA, Shamji AF, Clish CB, Brown LM, 
Girotti AW, Cornish VW, Schreiber SL and 
Stockwell BR. Regulation of ferroptotic cancer 
cell death by GPX4. Cell 2014; 156: 317-331.

[114] Zhang Y, Tan H, Daniels JD, Zandkarimi F, Liu 
H, Brown LM, Uchida K, O’Connor OA and 
Stockwell BR. Imidazole ketone erastin induc-
es ferroptosis and slows tumor growth in a 
mouse lymphoma model. Cell Chem Biol 2019; 
26: 623-633, e9.

[115] Lachaier E, Louandre C, Godin C, Saidak Z, 
Baert M, Diouf M, Chauffert B and Galmiche A. 
Sorafenib induces ferroptosis in human cancer 
cell lines originating from different solid tu-
mors. Anticancer Res 2014; 34: 6417-6422.

[116] Louandre C, Ezzoukhry Z, Godin C, Barbare J, 
Mazière J, Chauffert B and Galmiche A. Iron-
dependent cell death of hepatocellular carci-
noma cells exposed to sorafenib. Int J Cancer 
2013; 133: 1732-1742.

[117] Patel SA, Warren BA, Rhoderick JF and Bridges 
RJ. Differentiation of substrate and non-sub-
strate inhibitors of transport system xc(-): an 
obligate exchanger of L-glutamate and L-cys-
tine. Neuropharmacology 2004; 46: 273-284.

[118] Fazzari J, Balenko MD, Zacal N and Singh G. 
Identification of capsazepine as a novel inhibi-
tor of system xc(-) and cancer-induced bone 
pain. J Pain Res 2017; 10: 915-925.

[119] Hu K, Li K, Lv J, Feng J, Chen J, Wu H, Cheng F, 
Jiang W, Wang J, Pei H, Chiao PJ, Cai Z, Chen Y, 
Liu M and Pang X. Suppression of the SL-
C7A11/glutathione axis causes synthetic le-
thality in KRAS-mutant lung adenocarcinoma. 
J Clin Invest 2019; 130: 1752-1766.

[120] Yoshioka R, Fujieda Y, Suzuki Y, Kanno O, 
Nagahira A, Honda T, Murakawa M and Yukiura 
H. Novel mouse model for evaluating in vivo ef-
ficacy of xCT inhibitor. J Pharmacol Sci 2019; 
140: 242-247.

[121] Wang Z, Ding Y, Wang X, Lu S, Wang C, He C, 
Wang L, Piao M, Chi G, Luo Y and Ge P. Pseu-
dolaric acid B triggers ferroptosis in glioma 
cells via activation of Nox4 and inhibition of 
xCT. Cancer Lett 2018; 428: 21-33.



SLC7A11 in cancer

3125 Am J Cancer Res 2020;10(10):3106-3126

[122] Ye J, Jiang X, Dong Z, Hu S and Xiao M. Low-
concentration PTX and RSL3 inhibits tumor 
cell growth synergistically by inducing ferropto-
sis in mutant p53 hypopharyngeal squamous 
carcinoma. Cancer Manag Res 2019; 11: 
9783-9792.

[123] Miladinovic T, Ungard RG, Linher-Melville K, 
Popovic S and Singh G. Functional effects of 
TrkA inhibition on system xC(-)-mediated gluta-
mate release and cancer-induced bone pain. 
Mol Pain 2018; 14: 1744806918776467.

[124] McGregor GH, Campbell AD, Fey SK, Tumanov 
S, Sumpton D, Blanco GR, Mackay G, Nixon C, 
Vazquez A, Sansom OJ and Kamphorst JJ. Tar-
geting the metabolic response to statin-medi-
ated oxidative stress produces a synergistic 
antitumor response. Cancer Res 2019; 80: 
175-188.

[125] Yang H, Xiang S, Kazi A and Sebti SM. The GT-
Pase KRAS suppresses the P53 tumor sup-
pressor by activating the NRF2-regulated anti-
oxidant defense system in cancer cells. J Biol 
Chem 2020; 295: 3055-3063.

[126] Arensman MD, Yang XS, Leahy DM, Toral-Barza 
L, Mileski M, Rosfjord EC, Wang F, Deng S, My-
ers JS, Abraham RT and Eng CH. Cystine-gluta-
mate antiporter xCT deficiency suppresses tu-
mor growth while preserving antitumor im- 
munity. Proc Natl Acad Sci U S A 2019; 116: 
9533-9542.

[127] Bolli E, O’Rourke JP, Conti L, Lanzardo S, Rolih 
V, Christen JM, Barutello G, Forni M, Pericle F 
and Cavallo F. A Virus-Like-Particle immuno-
therapy targeting Epitope-Specific anti-xCT ex-
pressed on cancer stem cell inhibits the pro-
gression of metastatic cancer in vivo. Onco- 
immunology 2018; 7: e1408746.

[128] Donofrio G, Tebaldi G, Lanzardo S, Ruiu R, Bol-
li E, Ballatore A, Rolih V, Macchi F, Conti L and 
Cavallo F. Bovine herpesvirus 4-based vector 
delivering the full length xCT DNA efficiently 
protects mice from mammary cancer metasta-
ses by targeting cancer stem cells. Oncoimmu-
nology 2018; 7: e1494108.

[129] Pitman KE, Alluri SR, Kristian A, Aarnes EK, 
Lyng H, Riss PJ and Malinen E. Influx rate of 
(18)F-fluoroaminosuberic acid reflects cys-
tine/glutamate antiporter expression in tu-
mour xenografts. Eur J Nucl Med Mol Imaging 
2019; 46: 2190-2198.

[130] McCormick PN, Greenwood HE, Glaser M, 
Maddocks ODK, Gendron T, Sander K, Gowris-
hankar G, Hoehne A, Zhang T, Shuhendler AJ, 
Lewis DY, Berndt M, Koglin N, Lythgoe MF, 
Gambhir SS, Arstad E and Witney TH. Assess-
ment of tumor redox status through (S)-4-(3-
[(18)F]fluoropropyl)-L-glutamic acid PET imag-
ing of system xc(-) activity. Cancer Res 2019; 
79: 853-863.

[131] Nabeyama A, Kurita A, Asano K, Miyake Y, Ya-
suda T, Miura I, Nishitai G, Arakawa S, Shimizu 
S, Wakana S, Yoshida H and Tanaka M. xCT 
deficiency accelerates chemically induced tu-
morigenesis. Proc Natl Acad Sci U S A 2010; 
107: 6436-6441.

[132] Zhao X, Li Y and Wu H. A novel scoring system 
for acute myeloid leukemia risk assessment 
based on the expression levels of six genes. Int 
J Mol Med 2018; 42: 1495-1507.

[133] Timmerman LA, Holton T, Yuneva M, Louie RJ, 
Padro M, Daemen A, Hu M, Chan DA, Ethier SP, 
van’t Veer LJ, Polyak K, McCormick F and Gray 
JW. Glutamine sensitivity analysis identifies 
the xCT antiporter as a common triple-negative 
breast tumor therapeutic target. Cancer Cell 
2013; 24: 450-465.

[134] Yin F, Yi S, Wei L, Zhao B, Li J, Cai X, Dong C and 
Liu X. Microarray-based identification of genes 
associated with prognosis and drug resistance 
in ovarian cancer. J Cell Biochem 2019; 120: 
6057-6070.

[135] Sugano K, Maeda K, Ohtani H, Nagahara H, 
Shibutani M and Hirakawa K. Expression of 
xCT as a predictor of disease recurrence in pa-
tients with colorectal cancer. Anticancer Res 
2015; 35: 677-682.

[136] Ji X, Qian J, Rahman SMJ, Siska PJ, Zou Y, Har-
ris BK, Hoeksema MD, Trenary IA, Heidi C, 
Eisenberg R, Rathmell JC, Young JD and Mas-
sion PP. xCT (SLC7A11)-mediated metabolic 
reprogramming promotes non-small cell lung 
cancer progression. Oncogene 2018; 37: 
5007-5019.

[137] Zhang L, Huang Y, Ling J, Zhuo W, Yu Z, Luo Y 
and Zhu Y. Overexpression of SLC7A11: a nov-
el oncogene and an indicator of unfavorable 
prognosis for liver carcinoma. Future Oncol 
2018; 14: 927-936.

[138] Kinoshita H, Okabe H, Beppu T, Chikamoto A, 
Hayashi H, Imai K, Mima K, Nakagawa S, Ishi-
moto T, Miyake K, Yokoyama N, Ishiko T and 
Baba H. Cystine/glutamic acid transporter is a 
novel marker for predicting poor survival in pa-
tients with hepatocellular carcinoma. Oncol 
Rep 2013; 29: 685-689.

[139] Wada F, Koga H, Akiba J, Niizeki T, Iwamoto H, 
Ikezono Y, Nakamura T, Abe M, Masuda A, 
Sakaue T, Tanaka T, Kakuma T, Yano H and To-
rimura T. High expression of CD44v9 and xCT 
in chemoresistant hepatocellular carcinoma: 
potential targets by sulfasalazine. Cancer Sci 
2018; 109: 2801-2810.

[140] Shin SS, Jeong BS, Wall BA, Li J, Shan NL, Wen 
Y, Goydos JS and Chen S. Participation of xCT 
in melanoma cell proliferation in vitro and tu-
morigenesis in vivo. Oncogenesis 2018; 7: 86.

[141] Shen L, Qian C, Cao H, Wang Z, Luo T and Liang 
C. Upregulation of the solute carrier family 7 



SLC7A11 in cancer

3126 Am J Cancer Res 2020;10(10):3106-3126

genes is indicative of poor prognosis in papil-
lary thyroid carcinoma. World J Surg Oncol 
2018; 16: 235.

[142] Lee JR, Roh JL, Lee SM, Park Y, Cho KJ, Choi 
SH, Nam SY and Kim SY. Overexpression of 
cysteine-glutamate transporter and CD44 for 
prediction of recurrence and survival in pa-
tients with oral cavity squamous cell carcino-
ma. Head Neck 2018; 40: 2340-2346.

[143] Horibe S, Kawauchi S, Tanahashi T, Sasaki N, 
Mizuno S and Rikitake Y. CD44v-dependent 
upregulation of xCT is involved in the acquisi-
tion of cisplatin-resistance in human lung can-
cer A549cells. Biochem Biophys Res Commun 
2018; 507: 426-432.

[144] Roh JL, Kim EH, Jang H and Shin D. Aspirin 
plus sorafenib potentiates cisplatin cytotoxicity 
in resistant head and neck cancer cells th- 
rough xCT inhibition. Free Radic Biol Med 
2017; 104: 1-9.

[145] Miyoshi S, Tsugawa H, Matsuzaki J, Hirata K, 
Mori H, Saya H, Kanai T and Suzuki H. Inhibit-
ing xCT improves 5-fluorouracil resistance of 
gastric cancer induced by CD44 variant 9 ex-
pression. Anticancer Res 2018; 38: 6163-
6170.

[146] Pham AN, Blower PE, Alvarado O, Ravula R, 
Gout PW and Huang Y. Pharmacogenomic ap-
proach reveals a role for the x(c)- cystine/gluta-
mate antiporter in growth and celastrol resis-
tance of glioma cell lines. J Pharmacol Exp 
Ther 2010; 332: 949-958.

[147] Singer E, Judkins J, Salomonis N, Matlaf L, 
Soteropoulos P, McAllister S and Soroceanu L. 
Reactive oxygen species-mediated therapeutic 
response and resistance in glioblastoma. Cell 
Death Dis 2015; 6: e1601.


